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I, Dr. Tiberio Bruzzese, declare as follows: 

1 . I am the sole inventor in patent application 10/586,863 entitled " USE OF 
HIGHLY CONCENTRA'l ED COMPOSITIONS OF SELECTED n-3 FATTY ACIDS 
FOR THE TREATMENT OF CENTRAL NERVOUS SYSTEM DISTURBANCES." 

I am currently President of the company Bixio Consulting S.r.l. located in Milano (Italy), 
via Bixio 30, and hold the professional title of Managing Director. 

2. I hold a Degree in Industrial Chemistry from the University of Milano ( I ) 
and a Degree in Pharmacy from the University of Pavia ( 1 ) as described in more detail in 
a summary curriculum vitae (c.v.) appended hereto. Since 1960, 1 have worked regularly 
in the pharmaceutical field, including Pharmaceutical Chemistry, Pharmacology & 
Toxicology and Clinical Medicine. I have authored and co-authored about one hundred 
Publications or Congress Presentations regarding the same and I am an inventor or co- 
inventor of more than eighty Patents, as described in more detail in my siramiary c.v. 
appended hereto. 
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3. I have reviewed the Office Action dated May 25, 2010, and the prior art 
references cited therein. 



4. I have reviewed the following independent claim as amended in the 
Amendment filed herewith. This claim is copied below and appears in italics: 



Claim 29 (Currently Amended): A melhod of using a composition, for the 
preparation of a drug for the p rcv en ntm and/or treuiment of the psychiatric disturbances 
of the central nervous system (CNS) selected from the group consisting of schizophrenia, 
manic-depressive syndrome, major depression, and Alzheimer's disease comprising a 
component selected from the group consisting of 

a) alpha-linolenic acid (ALA, C}8:3 n-3) and/'or the pharmaceutically 
acceptable derivatives and/or precursors thereof; 

b) docosahexaenoic acid (DMA, C22:6 n-3) and/or the pharmaceutically 
acceptable derivatives and/or precursors thereof; and 

c) DHA in admixture with eicosapentaenoic acid (EPA, C20:5 n-3), in a ratio of 
1:0.5 to 1: 1. 7, respectively, and/or the pharmaceutically acceptable derivatives and/or 
precursors thereof; 

wherein said component is present in a concentration not lower than 70% by 
weight of the total fatty acids weight in the composition; 
with the provisos that: 

when the composition comprises b), arachidonic acid is not added thereto; and 
when the composition comprises c), it does not comprise 10 to 40% by weight of 
reducing/antioxidant vitamins or provitamins. 

5. Nishikawa et al. (U.S. Patent No. 6,306,907), Horrobin (U.S. 

Patent No. 4,977,187), and Chen (U.S. Patent No. 6,759,435) were determined by 
the examiner to render the claimed invention obvious. According to the 
examiner: 

"The claims differ from the cited references in claiming combination of 
DHA and EPA and GLA composition of Horrobin to treat schizophrenia. 
To employ combinations of DHA and EPA & GLA (gamma-linolenic 
acid: n-6 essential fatty acid) composition to treat schizophrenia would 
have been obvious because all the components are well known 
individually for treating schizophrenia. It would be expected that the 
combination of components would schizophrenic conditions as well. One 
of ordinary skill in the art would have combined the antischizophrenic 
agents by known methods and that in combination, each element merely 
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would have performed the same antischizophrenic activity as it did 
separately." 

I respectfiiUy disagree with these determinations for the reasons explained below. 



6. Based on the conventional wisdom (including the teachings of the prior 
art) at the time the invention was made, the results of the claimed invention were 
unexpected. My experimental results described in Example 6 of the application, and in 
the subsequently-generated data described below, show that the presently claimed 
method alleviates symptoms of Schizophrenia in mammals. These results are unexpected, 
since the prior art teaches away from the claimed combination of DHA and EPA, and 
because the prior art teaches that GLA is an essential feature of a composition for treating 
Schizophrenia, yet the presently claimed method that alleviates Schizophrenia symptoms 
in mammals involves a composition that does not include GLA. 



7. Subsequent to the filing of the present application, I generated additional 
data further demonstrating the efficacy of the presently claimed method for treatment of 
Schizophrenia. The additional experimentation showed, in a mouse model of induced 

schizophreniform psychosis, that pretreating mice with the presently claimed composition 
(Table 1 below) 4 weeks prior to inducing the schizophreniform psychosis resulted in 
attenuation of the schizophreniform psychosis (Table 2 below). 



Table 1 - Materials 



COMPOSITION 


REMARKS ON FATTY ACIDS 

(assays by wt%) 


BB' 


EPA+DMA ethyl esters = 86.3 

(48.2 + 38.1. respectively) 




EPA+DHA ethyl esters = 89.5 
(4.3 + 85.2, respectively) 


Mellor et al. (MaxEPA®)^ 


EPA+DHA (glycerides) = 28.5 
(17.1 + 11,4, respectivdv) 


US 6,331,568/US 6,384,077' 


EPA+DHA ethyl esters = 95.3 

(92.5 + 2.8, respectively) 
(other omega-6 = 2.6%) 



'The compositions, BB and FF were prepared according to the disclosure of 
Example I of the present application as filed and fall within the definitions of the 
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compositions B and F of said example, respectively (see the table of page 8 of the present 
application). 

^MaxEP A® is a dietary supplement commercialised by Seven Seas Healthcare 
Ltd, comprising, besides to EPA and DHA, substantial amounts of saturated, 
monounsaturated and omega-6 polyunsaturated components; it is used in Mellor J. et al.: 
"Omega-3 fatty acid supplementation in schizophrenic patients", Human 
Psychopharmacology, Clinical and experimental, John Wiley & Son, vol. II, no. I, 1996, 
pages 39-46 (e.g., page 40, left col., "Materials"). 

"^EPA and DHA ethyl esters showing an assay falling within the disclosure of both 
US 6331568 - [f.i. col. 3, line 28 and col. 4, letters c) and d)] and US 6384077 - (f i., col. 
5, lines 59-60) were obtained from the distillate of the process leading to DHA ethyl ester 
(so-called D-1 product), according to W0891 1521 (mentioned for the preparation of 
Composition F, example 1 of the US application as filed, page 8, line 12). EPA ethyl ester 
from the distillate was further purified by silica gel chromatography (eluent: n-hexane) 
and by a final molecular distillation. Similar concentration/purification methods are 
summarized in US 6384077 (column 5, line 51 to column 6, line 3), which however does 
not disclose any specific experimental protocol. 

Control groups were treated with olive oil. All compositions were administered in 
the volume of 5-10 ml/kg in mice. Positive control and experimental -groups were treated 
once with the reference substance, by ip route, diluted in saline solution. 

EXPERIMENTAL SECTION 

Compositions BB and FF and MaxEPA® were screened in order to evaluate their 
ability to counteract the pathophysiology of schizophrenia; olive oil was used as a 

control. 

The composition BB was also tested, following the teachings of the present 
application (see the specification of page 6, line 3 1 to page 7, line 26, specifically page 7, 
line 1 1), together with clozapine, another active principle suitable for the use of the 
invention in the treatment of schizophrenia. 

Seven groups of 10 Swiss albino mice each were treated daily for 4 weeks, by oral 
route (gavage), according to the treatment scheme illustrated in the table below. 

At the end of the treatment period, all the animals received by i.p. route 1 mg/Kg 
of dizocilpine (as described in the present specification, page 9, lines 14-18), an analogue 
of phencyclidine able to bind the N-methyl-D-aspartate (NMD A) receptors, inducing the 
hypofunction thereof and subsequent schizophreniform psychosis, resulting in irregular 
and intense jumping (so called "popping"). Popping attenuation represents a valid 
experimental model to screen substances able to counteract the pathophysiology of 
schizophrenia (Deutsch S. I. et al "Topiramate antagonizes MK-801 in an animal model 
of schizophrenia", Eu. J. of Pharmacology 449, pp. 121-125,2002, see page 121). 
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Following the administration of dizocilpine, the animals were monitored for 30 
minutes and the popping behaviour, i.e. the number of jumps, was then registered. 



Table 2 



GROUP No. 


COMPOSITION 


DOSE (mg/kg) 


RESULTS (No. of 
induced jumps) 


1 


BB 


100 


43 ±15 


2 


BB 


50 


66 ±21 


3 


BB + clozapine 


25 + 25 i.p. (once) 


35±8 


4 


FF 


50 


50 ±6 


5 


Mellor (MaxEPA®) 


50 


216±35 


6 


Mellor (MaxEPA®) 


200 


194 ±27 


7 


Control (olive oil) 




292 ± 44 



RESULTS AND CONCLUSIONS 

Both compositions BB and FF were able to attenuate a schizophreniform 
psychosis, in a dose-related manner and in combination with a sub-effective dose of 
clozapine -a known drug- as well. MaxEPA® resulted to be much less effective than 
compositions BB and FF. 

Composition FF (comprising DHA substantially alone) resulted to be almost 
equipotent than composition BB whereas, according to US 633 1568 and US 6384077, 
EPA should be considered as the effective compound, while DHA competes with EPA 
and is detrimental to its activity (see, for instance,US 6,331,568, col. 2, lines 30-58). 



8. In addition, the prior art and conventional wisdom at the time the 
invention was made actually teaches away from the present claims. All the scientific 
works published after the publication of Nishikawa et al. in 1992 have led to the 
progressive acknowledgement that other omega-3 acids, particularly EPA, were 
definitely superior in activity with respect to DHA. For example and in particular, Mellor 
et al. (Human Psychopharm., 1996, listed on the IDS filed July 21, 2006), reported that 
omega-3 acids, especially EPA, improve the positive symptoms of schizophrenia and 
tardive diskynesia, as demonstrated by the administration of fish oil (containing about 
18% EPA and 12% DHA). Further, Mellor et al confirmed (see, e.g., the abstract, lines 
1-2) that certain n-3 and n-6 EFAs are depleted in cell membranes fi-om red blood cells 
(RBC) and brains of patients suffering firom schizophrenia. It was also therein reported 
that a greater intake of n-3 fatty acids, especially EPA, was associated with less severe 
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schizophrenic symptoms, in particular positive symptoms, as well as tardive dyskinesia 
(TD, see, e.g., the abstract, lines 4-6). In fact, supplementation of the diet with lOg/day of 
concentrated fish oil (i.e. 18% of EPA and 12% of DHA, see Mellor et al, page 40, 
"Materials") was reported to result in significant amelioration of both schizophrenic 
symptoms and TD ascribable to the increased level of n-3 fatty acids in RBC membranes 
(abstract, lines 7-10 and page 41, paragraph bridging the columns). Table 5 of Mellor et 
al. shows a 274% EPA (20:5 n-3) increase (0.91 to 3.4 mg%) and a 41 .8% DHA (22:6 n- 
3) increase (5.05 to 7.16 mg). 

As another example, U.S. Patent No. 6,331,568 to Horrobin (the " '568 patent", 
listed in the IDS filed July 21, 2006), describes the poor activity found in Mellor et al. 
and demonstrates that the actual active substances, rather than DHA, are EPA and SA 
(stearidonic acid), because both of them are efficient inhibitors of phospholipase PLA2, 
while DHA is not. In addition, the '568 patent remarks that the modestly beneficial 
effects obtained by supplementing a mixture of 1 8% EPA-12% DHA, as disclosed in 
Mellor et al., could have been caused by either component or both of them (col. L line 64 
to col. 2, line 3). In order to better understand the activity of n-3 fatty acids, the '568 
patent therefore explores treating schizophrenia and TD by administering (col. 2, lines 8- 
20): 

('EPA group') 20 ml of a 40% emulsion providing 8g of an oil containing 
2.0 g (25%) of EPA and 0.4 g (5%) of DHA 
or 

('DHA group') 20 ml of a 40% emulsion providing 8g of an oil containing 
2.3g (28.75%) of DHA and 0.5g (6.25%) of EPA 
or 

placebo, 

finding that "the DHA group was not significantly different fi-om placebo, whereas the 
EPA group was significantly better than both the DHA group and the placebo group" 
(emphasis added, col. 2, lines 30 - 33). In particular, the author concludes that "there can 
be no doubt that EPA is primarily responsible for the positive effects" (col 2, lines 37- 
39), as it is further demonstrated, besides by clinical evidence, also by biochemical 
arguments, according to which EPA is a potent inhibitor of phospholipase PLA2, 
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"whereas the relatively similar fatty acid, DHA is not" (emphasis added, col. 2, lines 
48-58). 

Further, the '568 patent also discloses that another n-3 fatty acid, SA, "is as 
effective, in inhibiting PLA2, as is EPA" and that, unlike DHA, it can be advantageously 
effective in treating schizophrenia (col. 2, line 59 to col. 3 , line 4). In other words, the 
'568 patent leaches away from the use of DHA and from the disclosure of Mellor et al. 
(see col. 1 , lines 45-5 1 ) as to the significance and effectiveness of combining n-6 and n-3 
fatty acids, i.e., teaches away from the combination of DHA and EPA, shifting indeed 
the attention of the person skilled in the art to EPA and SA (both n-3 acids), which 
are only optionally combined with n-6 EFAs (see, e.g., claim 1 of the '568 patent). 

As another example, in U.S. Patent No. 6,384,077 to Peet (the " '077 patent", 
listed on the IDS filed July 21, 2006), this reference confirms the hypotheses of Horrobin 
in the '568 patent about the activity of EPA, if this substance is substantially pure and 
substantially free of DHA (col. I, lines 54-63). In particular, the person skilled in the art 
is taught to treat psychiatric disorders by using pure or nearly pure EPA and its 
derivatives (col. 3, lines 14-19) based on the observation that the common pathological 
basis for the major psychotic mental illnesses - i.e. schizophrenia, bipolar disorder and 
major depression- and for many neurodegenerative disorders as v,'ell, can be identified 
with the hyperactivity of phospholipase PLA2 (col. 3, lines 20-32 and col. 4, lines 8-18), 
following the teachings of the '568 patent also for this aspect. The teachings of the '077 
patent confirm that such hyperactivity can be effectively inhibited by highly purified EPA 
and that other fatty acids, among which DHA, compete with EPA, i.e. other PUFAs are 
detrimental to the activity of EPA (col. 6, lines 23-31), as clinically shown by comparing 
two preparations (25% EPA + 8% DHA - 96% EPA + DHA <3%: col. 6, lines 38-55). 
The '077 patent, however, discloses that the activity of substantially pure EPA must be 
carried out "/n conjunction with a drug which acts primarily on neurotransmitter 
metabolism or receptors" (see e.g. claim 1 of the '077 patent). 

In summary, all the scientific works published after 1992 would have led the 
skilled person towards selecting EPA for treating psychiatric and degenerative 
disturbances of CNS by discouraging the use of other PUFAs and, in particular. 
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representing a substantially uniform consensus to opposing the use of DHA (as presently 
claimed). 

9. In summary, it is clear that the prior art teaches away from using DHA 
alone, and to use instead EPA, but not in association with DHA. In the instant 
combination of references, one of ordinary skill in the art would find no motivation, 
implicit or explicit, to alter the methods of Nishikawa et al., based on Horrobin's 
disclosure that an n-6 acid is necessary in a composition for treating schizophrenia, and 
Chen's disclosure of different types of schizophrenia. In addition, the results of the 
presently claimed method were unexpected. In view of the prior art's teaching away and 
the conventional wisdom at the time the invention was made, and because the results of 
the presently claimed invention were unexpected in view of the prior art, the presently 
claimed invention is non-obvious and inventive over the prior art. 

1 0. I further state that all statements made herein of my own knowledge are 
true and that all statements made on information and belief are believed to be true; and 
further that these statements were made with my knowledge that willful false statements 
and the like so made are punishable by fine or imprisonment, or both, under §1001 of 
Title 1 8 of the United States Code, and that such willful false statements may jeopardize 
the validity of the application or any patent issued thereon. 





Date 



Dr. Tiberio Bruzzese 
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Publication IN1619S4 (A1)- 1983-09-10 Priority Date: 1977-11-25 

29 Anti-inflammatory t,2-b«nzothiazines 

Inventor: DELL ACQUA ERNANI [ITJ ; Applicant: PRODOTTI ANTIBIOTICI SPA [IT] 
BRUZZESE TiBERIO [IT] (+1) 

— — - ^'54;AeiP2S/04;AS1P29/00;{*7) 



RIFAMYCINDERIVATE, HERSTELLUNG UNO DIESE 
ENTHALTENDE PHARMAZEUTISCHE ZUDEREXTUNGEN. 

r! BRUZZESE TIBERiO; DELL ACQUA Applicant: PRODOTTI ANTIBIOTICI SPA [IT] 

IPC: A«fK31/39S;C07/M9»iB«, A61K31/395; 

(+3) 

n AT23719 (T) - 1986-12-15 Priority Date: 1983-(»-2<l 
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RESULT LIST 

85 results found i 
Tiberio Bruzzese as the inventor 

Sorting criteiia Upload Date Priority Date Inventor Applicant Eda 
_ ^ Rif amycins derivatives and preparation and pharmaceutical 
compositions thereof 

invanton BRUZZESE TIBERIO [IT] ; DELL Applicant: PRODOTTI ANTIB10TICI SPA [IT] 
ACQUA ERNANI [ITl (+1) 

EC! C07D49B/08 IPCs A61K31/395: At1K3imS; A61K31/535; 

(4-10) 

Publication US4662203 (A) - 1935-12-31 Priority Date: 1963-03-24 

VERFAHREN ZUR HERSTELLUNS VON 
^■^ BENZOTHIAZINVERBINDUNGEN. 

inventorr BRUZZESE TIBERIO ; DELL ACQUA Applleanl! PRODOTTI ANTIBIOTICI SPA [IT] 

ERNANI (+2) 

EC! IPC. 0070279/02; C0TD417f12; C07D27S/O6; 

(+6) 

Publication AT41000 (T)- 1989-03-15 Priority Date: 1983-12-16 

Process for preparing 2-methyl-N-(2-p¥rldyl)-2H-l,2- 

33 benzothi3zine-3-carboxamide 1,1-dloxlde derivatives and 
intermediates therefor 

invantor: BRUZZESE TIBERIO [IT] ; DELL Appllcant: PRODOTTI ANTIBIOTICI SPA [IT] 
ACQUA ERNANI [|TJ (+2) 

EC! C07D279/02; C07D417/12 IPCs C07D27SW)2;C07IM17/f2;C07D279«)0; 

(+2) 

Publication US4599406 (A) - 1986-07-08 Priority Date: 1983-12-16 

34 PANTOTHENOLDERIVATE. 

Hcant: PRODOTTI ANTIBIOTICI SPA [IT] 
IPC: ASH 

Piibllcatlon AT54307 (T) - 1990-07-1! 

35 Pantothenyl derivatives 

inventor: BRUZZESE TIBERIO [IT] ; OTTONI Applicant: PRODOTTI ANTIBIOTICI SPA [IT] 
FRANCO [IT] (-H) 
EC: C07C229/12 
Publication US4721728 (A) - - 

36 Peptides correlated to lysozyme 

inventor! BRUZZESE TIBERIO [IT] ; CEDRO Applicant: PRODOTTI ANTIBIOTICI SPA [IT] 
ARMANDO [IT] (*^) 
EC: C12N9/38: C12P21/06 
Publication US4784S88(A) - 19B8-11-1S 

37 Process for obtaining foods free of Listeria bacteria 

inventor: DELL ACQUA ERNANI [ITl : Applicant: PRODOTTI ANTIBIOTICI SPA [IT] 

BRUZZESE TIBERIO [IT] (+1) 
EC; A23C19/04E:A23C9/12B6:(+2) 
Publication US4810508 (A) - 1989-03-07 

38 NOUVEAUX ANTAGONISTES DE L'ALDOSTERONE. 

Inventor: GHIELMETTI GIUSEPPE [IT] ; Applcanc PRODOTTI ANTIBIOTICI SPA 

BRUZZESE TIBERIO [IT] (+2) 
ECi C07J21/O0B1;C07a3i;0OB 
Publlcatlan BE1000952 (A3) - 1989-05-23 

39 RIfamycin derivative salts 

Inventor.- BRUZZESE TIBERIO [IT] ; CEDRO Applicant: PRODOTTI ANTIBIOTICI SPA [ITl 
ARMANDO [IT] (+1) 
EC: C07D49B/08 

Publication PT86621 (A)- 1988-02-01 

Info: PT86621(B)- 1991-12-31 

^- Anti-hypertensive compound with beta blocking and 
^" diuretic action 

inventor: CECCHETTl VIOLETTA ; FRAVOLINI Applicant: PRODOTTI ANTIBIOTICI SPA [IT] 

ARNALDO (+2) 

EC: IPC: A61K;<IPC1-7>;A81K 

Publication ITl 227160 (B) - 1991-03-20 Priority Date: 1988-07-21 

N ZURSYNTHESE EINES BEN20(I3>CHINOLIZIN- 

E-DERIVATES. 

Inventor: BRUZZESE TIBERIO ; SIGNORINI Applicant; PRODOTTI ANTIBIOTICI SPA [IT] 
MASSIMO (+1) 

EC: IPC: C07O405/06; C07D455rtM;C07D40S/00; 

(+3) 

Publication AT86254 (T) - 1993-03-15 Priority Date: 1987-10-05 

, Process for the synthesis of a beitzo [ijl c|uinolizine-2- 
' carboxylic acid derivative. 

■: BRUZZESE TIBERIO ; SIGNORINI Applicant: PRODOTTI ANTIBIOTICI SPA [IT] 



IPC! B01J31/02; C07BSim; Cm)40Sm; (+7) 
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info: EP0310B49(B1)- 1993-03-03 

PHARMACOLOGICALLY ACTIVE PEPTIDE DERIVATIVES AND 
PHARMACEUTICAL PREPARATIONS CONTAINING THEM 

inventor: BRUZZESE TIBERIO [IT] ; SIGNORINI Appricant: PRODOTTI ANTIBIOT1CI SPA [IT] 



44 POLYENE MACROLIDE DERIVATIVES 

inventor: BRUZZESE TIBERIO IIT] ; OTTONI Applicant: PRODOTTI ANTIBIOTIC! SPA DTI 



Publication KR100185200{B1)- 1999-05-15 Pilorlty Date: 1989-11-16 

A method for the production of complexes of long chain 
45 polyunsaturated fatty acids and their derivatives, with 
cyclodextrins, and the resulting complexes. 

inventor: BRUZZESE TIBERIO III] ; MOZZl Applicant: STAROIL LTD (IS) 
GIOVANNI [IT] 

EC: A61K47M8W18B,C08B37/00M2B2;(+1) IPC: ABIKSMO; A61K3im2; A61K31/23; {+^8) 



MASSIMO im (+2) 
EC: C07K5/08A1A; C07K5/06A1F 
Publication USS182265 (A) - 1993-01-26 



IPC: A61K3mO; A61P25/04; A61P31/12; (+9) 
Priority Date: 19S9-0B-28 



FRANCO [IT] (+1) 
EC: C07H17/08G 



IPC: A61K31/T0; A61K31/T042: AeiK31/T048; 

(+8) 




PT88606 (A) -1892-06-30 
PT98606(B)- 1999-01-29 



: 1980-08-09 



Data supplied iiom the espacenet database — Wbrldwida 



httn://v3.esDacenetxoiiv'searchResults?page=2&ascending=tme&DB=EPODOC&loc... 20/09/2010 



espacenet — results view 



Pagina 1 di 2 



Sorting criteria: Upload Date Priority Date Inventor Applicant Ecla 
46 Partricin derivatives 



TIBERIO [IT] ; SIGNORINI Applicant: PRODOTTi ANT1B10TIC1 SPA [IT] 

EC; C07H17/V8G' IPCr AeiK31/T0; A61K3in'042;A61K31/7(U8; 

(+18) 

Publication US5298495 (A) - 1994-03-29 Priority Date: 1990-12-03 

.y Partricine derivatives, proems for preparing them and 
pharmaceutical compositions containing them 

Inventon SIGNORINI MASSIMO (IT] ; OTTONI Applicant: PRODOni ANTIBIOTICI SPA [IT] 

FRANCO [IT] 

Publication PT999e4 (A) - 1993-07-30 
info: PT999B4 (B) - 1 B99-06-30 

PROCESSO i»ER LA SINTESI DELLA 2-AMMXNO-6- 

Inventor. BRUZZESE TIBERIO ; ROGNONl Applicant: SOLAR CHEMICALS S A [LU] 
MARCO 

EQ IPC: C07D; (IPC1-7): C07D 

Publication IT1264862 (B1) - 1996-10-17 Priorltv Date: 1993-06-21 

Pharmaceutical compositions containing esters of omega-3 

49 polyunsatured acids and their use in the topical treatment 
of morbid affections. 

Invantort BRUZZESE TIBERIO PT] , MOZZl Applicant: PROSPA BV [NL] 
GRIOVANNI [ITl (+1) 

EC: Afi1K31/20; A61K31/23: (+8) IPC: A6fK3^/Z0;AMK3f/23;A64K47/f0;(+18) 

PuWIcation N0932843 (A) - 1994-02-14 Priority Date: 1992-08-11 

Info: NO309383{B1)- 2001-01-22 

50 Process for the synthesis of 2-amino-6-chloropurlne 

inventor: BRUZZESE TIBERIO ; ROGNONl Appflcant: SOLAR CHEM SA ILU] 
MARCO 

EO IPCS C07D40f/00, C07D;CD7D401/aO;(-i-1) 

PiibHcatiea IT12888S1 (B) - 1997-04-15 PrIomy ones 1994-08-02 



le syntliesis of 9-(2-hydroxyethoxy methyl) 

nt: SOLAR CHEM SAILU] 
IPC: C07D473/00; C07O473/f9; 0070473/00; 
B-03-05 Priority Date: 1993-05-14 



51 



Inventor: BRUZZESE TIBERIO [IT] Applicant- PROSPA BVINL] 

EC: A61K31/375 IPC: »6f K3f/0f5; A6f K3f/07; A«fK3f/20; (+22) 

Publication USS776978 (A) - 1998-07-07 Priority Date: 1994-08-25 

Salts of a polyunsaturated fatty acid and pharmaceutical 
formulations containing them 

Inventor: BRUZZESE TIBERIO [IT] Applicant- PROSPA BV[NLJ 

EC C07C229/26; C07C279/ie; (+1) IPC: AB1K31/19S; AeiK31MB8; ASIKSI/ZO; 

(+17) 

Publication USS760572 (A) - 1998-05-12 Priority Date: 1993-12-14 

54 PRODUCTION OF l-BETA-D-ARABINOFURANOSYLCVTOStNE 

Inventor: DE MEGLIO GIUSEPPE {IT] ; Applicant: PRO BIO SINT SRL [ITl 

ORDANINl GIANCARLO [IT] (+1) 

ED C07H19/06E IPC: A61K31/T0: A^K31/T042; A61Kt1/TaS2; 

(+15) 

publication JP916S396 (A) - 1997-06-24 Priority Date: 1995-08-03 

„^ COATED COMPOSITIONS CONTAINING POLYENE 
DERIVATIVES 

Inventor: BRUZZESE TIBERIO [IT] ; MOZZl Applicant: PRODOTTI ANTIBIOTICI SPA IIT] ; 
GIOVANNI [IT] BRUZZESE TiBERIO [IT] (+1) 

EC: A61K9/28K IPC: A6f K9/28; A6<Ka02; >l6f KftOS; (+4) 

Publication W09747311 (A1) - 1997-12-18 priority Date: 1996-06-12 

_g Salts of omega-3-polyunsaturated fatty acids and 
pharmaceutical formulations containing them 
inventor: BRUZZESE TIBERIO [IT] Applicant: PROSPA BV[NL] 

EC: C07C215/08, C07C215/12; (+2) IPC: fl«f K3f «05,- A8f P7/B2,- C07C2f 5«»; (+9) 

Publication USS86971 4 (A) - 1999-02-09 Priority DaU: 1994-10-20 

_^ Antitumoral method by administration of partricin 
derivatives 

Inventor: BRUZZESE TIBERIO [IT] Applicant: PROSPA BV[NL] 

EC: A61K31/70,A6lK31/706 IPC: A6fK3f /70,- A61K31/70; 0PC1- 

7): AeiKSWO 

US5914321 (A) - 1999-06-22 Priority Date: 1997-09-19 
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ti PRODOTTI ANTIBIOTICI SPA [IT] 



n IT129S941 (B1) - 1999-05-28 



^ Use of bisphosphonates in pharmaceutical preparations 
intended for intramuscular use 

Inventor: BRUZZESE TIBERIO [IT) ; MOZZI Applicant PRODOTTI ANTIBIOTICI SPA IIT] 
GIOVANNI [IT] (+1) 

EC: A61K47/10; A61K9moMS; (+1) ipc: A61 K31 /66; A61K47/10; AH KB/00; (*S) 

Publication BE1012137 (A3) - 2000-05-02 Priority Datei 1997-11-21 

ANTITUMORAL METHOD BY ADMINISTRATION OF 



tor: BRUZZESE TIBERIO [IT] Appliant: PROSPABVtNL] 

fi1K31/7048; A61K31/7a6 IPC: {1PC1-7): A61K31/71 

ation CA2255804 (A1) - 2000-06-07 Prioritv Di 
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8S results found In the Worldwide database for. 
Tiberio Bruzzese asjhe inventor 

Sortirig criteria: I Upload Date Priority Date Inventor Applicant Eda 
SUPPRESSION OF TUMOR BY ADMINISTRATION OF 
PARTRICIN DERSVATIVe 

Inventor-. BRUZZESE TIBERIO Applicant: KUATEKKUSU NV 

EC IPC: AB1K31/00: ABiKSim; AeiK31/282H*38) 

Publication JP2000169377 (A) - 2000-06-20 Prlotlty Date: 1 99&-1 2-08 
Paitrlcinderivate zur prophylaktlschen und/oder heilenden 
62 Behandlung von Pilzkontamination in Zell- und 
Gewebekulturen 

Invantor: BRUZZESE TIBERIO [IT] ApplUant: PRO AP ARTS INVESTIMENTOS E 

CON [PT] 

ec! IPC! Mim/OK ABnaim; AtiLtm 

2005-07-21 Piiorlty Data: 1998-12-10 



Applicant; QUATEX NV [AN] 
IPC: A61K31/T0; A61K31/rO; (IPC1- 
7). A01N1/02; (+4) 

PutillcaUon EP10132B9<A1)- 2000-06-28 Prtorlty Date: 1997-09-16 

Info: EP1013289 (B1) - 2005-03-02 

64 dimethylaminoethylamide, or the salts thereof, and 

cholesterol 3-sulphatc 

inventor: BRUZZESE TIBERIO [ITl ; MOZZI Applicant! QUATEX NV [NL] 
GIOVANNI [m 

BC! A61 K47^48H4; AS1 K47/48H4N, (+2) 
Publication U86143726 (A)- 2000-11-07 Priori 

f. _ Antitumoral method by administration of pai 
derivatives 

Inventor: BRUZZESE TIBERIO [IT] 
ECi A61K3W048; A61K31/706 
Publication US6121244(A) 

^, Injicerbare farmaceutislce formuleringer af 
partrlclnderlvater 

Inventori BRUZZESE TIBeRIO [IT) ; FERRARI Applicant: PRO APARTS INVESTIMENTOS E 
VALERIO MARIA [MC] CON [PI] 

EC: IPC: A61K3t/70; A6f K47/24; A6<Kfl/08; (+9) 

Publication DK1089710 (T3) - 2005-10-17 Priority Date: 1998-06-25 

FORME FARMACEUTICHE CONTENENTI CLODRONATI PER 

67 SOMMINISTRAZIONE INTRAMUSCOIARE AD ELEVATA 
TOLLERABIUTA- LOCALE 

inventor: MOZZI GIOVANNI ; BONABELLO AppHeant: PRODOTTI ANTIBIOTICI SPA PTl 
ANGELO <+1) 

Publication ITMI9923B6 {A1) - 2001-05-1 1 
info: 1T1314220 (81) -2002-12-06 

68 Purification of Partricina 



n ITMI20000497(A1)- 2001-09-13 



Composition, useful for treatment of disease of skeletal 
69 system e.g. osteoporosis, comprises dodronatas and having 
neutral or mildly acidic pH 

r: BRUZZESE TIBERIO ; MOZZI AppUcant: PRODOTTI ANTIBIOTICI SPA [IT] 



IPC: A61K;(IPC1-7);A81K 
)- 2001-09-21 Priority Data: 2000-03-21 
Infoi IT1318413(B1)- 2003-08-25 

, PREPARAZIONI PER L'USO INTRAMUSCOLARE DI 



ilcant: PRODOTTI ANTIBIOTICI SPA [IT] 
EC: ■ IPC: A61K;(IPC1-7):A61K 

Publication iTMI20001174 (AD- 2001-11-26 Priority Date; 2000-05-25 
info: IT1318640 (81) - 2003-08-27 

Composition, useful for treatment of disease of slteletal 
71 system e.g. osteoporosis, comprises clodronates and having 
neutral or mildly acidic pH 

Inventor: MOZZI GIOVANNI ; BONABELLO Applicant: PRODOTTI ANTIBIOTICI SPA [IT] 
ANGELO 

EC: IPC: A61K; (IPC1-7): A61K 

Publication ITMIZ0001694 (A1) - 2002-01-25 Priority Date: 2000-07-25 
InfOi 1T131B638{B1)- 2003-08-27 

use DELLA MEPARTRICINA PER IL TRATTAMENTO DELLE 
^■^ SINDRONI PROSTATICHE CRONICHE 



iii++r,-//vTesnacenet.coin/searchResults?page=4&ascending==true&DB=EPODOC&loc... 20/09/2010 



espacenet — results view 



Pagina I di / 



imentor: BRUZZESE TIBERIO Applicant PRODOTTI ANTIBIOTICI SPA DT] 

PubHcation 1TMI20002230 (A1)- 2002-04- 1B Priority Date: 2000-10-16 

Into! IT1319218(B1)- 2003-09-26 

Injectable pharmaceutical formulations for partricin 



inventor: BRUZZESE TIBERIO PT] , FERRARI Applicant: QUATEX NV [AN] 
VALERIC MARIA [Wq 

EC! A61K31/7048;A61M7/24;(+2) IPC: A61K3irr048; ASIKSI/TOSS; A61K3imS; 

(+14) 

Publication US6588407 (B1) - 2003-07 01 Priority DaU: 1998-06-25 

I Pharmaceutical compositions containing clodronates for 
high local tolerance intramuscular administration 

Inventor: MOZZl GIOVANNI [IT] ; BONABELLO Applicant: PRODOTTI ANTIBIOTICI SPA [IT] 
ANGELO [in (+1) 

EC: A61K3i;663; A61K47/02;(+3) IPD AeiK47/02; A61K4T/10;A61K9m; {+S) 

PuMlcaUon EP113S08S(A1) - 2001-09-26 Priority Date: 2000-03-21 

, USO DI FLUOROCHINOLONI CONTRO LE INFEZIONI DA 
' MICOBATTERI 

Inventor: BRUZZESE TIBERIO Applicant: PRODOTTI ANTIBIOTICI SPA [ITI 

EC: IPC: 

n-MI20010330 (A1) - 2002-06-16 Priority Date: 2001-02-16 

Data supplied (rom the espaeeiM database — Worldwide 



1,4+.,. ikr-i f.cT,nr.enet.com/searchResul1s?page=4&ascendingHrue&DB=EPODOC&loc... 20/09/2010 



espacenet — results view 



Fagina i ai i 



RESULT UST 
85 results found In 
Tlberio Bruzzese as the inventor 
Sorting critena Upload Date Priority Date Inventor Applicant Eda 

COMPOSIZIONE PER L'ASSUNZIONE ORALE DI UCOPENE E 
'° VITAMINA O E SUO USO 

Invmton BRUZZESE TIBERIO ; MOZZI Applieint: PRODOTTl ANTIBIOTIC! SPA PT] 

GIOVANNI 

PublleaUon tTMI20ai0379 (A1) - 2002-08-23 Priority Datei 2001 -02-23 

Intramuscular pharmaceutical composition comprising 
dexibuprofen and uses thereof 

InvcntOR BRUZZESE TIBERIO DT] ; MOZZI Applicant: PRODOTTl ANTIBIOTICI SPA [IT] 
GIOVANNI [IT] (+1) 

ECr A61K31/192; A61K47M4, (+3) IPC: AB1K3im2; A81K31/20; ASIKSe/TSB; 

(♦14) 

PuMlaUon EP1175913 (AI) - 2002-01-30 Priority Date: 2000-07-28 

BIPHOSPHONATE PHARMACEUTICAL FORMULATIONS 
78 (WATER EMUI.SION OF LIPIDS/PHOSPHOLIPIDS) AND USE 
THEREOF 

inventor; BRUZZESE TIBERIO [IT] Applicant: BRUZZESE TIBERIO pT] 

EC: A81K31/663,A61K47/14;(+3) IPC: A61K31/663;A6fK47/f4, AetM7/M;(+12) 

Publication WO200S0442B0(A1)-Z005-0S-19 Priority Dite= 2003-11-11 

— „ processo para preparagio de uma composi^o 
compreendendo compoatos insaturados 

inventor: BRUZZESE TIBERIO Applicant: PRO APARTS INVESTIMENTOS E 

CON[PTJ 

EC: IPC: C1<B3rtO; Ct<B7/(W; C11B3(00; (+3) 

PubUcatlon BRPI041S742 (A) - 2007-01-16 Priority Date: 2003-1 1-19 

USE OF PARTRICIN DERIVATIVES FOR TREATING FUNGAL 
°" AND PROTOZOAL INFECTIONS 

Inventor; BRUZZESE TIBERIO [IT] Applicant: BRUZZESE TIBERIO [IT] 

EC: A51K31/35 IPC: A6JK31/35; AG1K31/35; (IPC1- 

7):A61K31/35; (+1) 
Publication WO2Q0S053677 (AI) - 2005-06-16 Priority Date: 2003-11-24 

Method for the production of wine and wine obtained from 
such method 

inventor: VILLA ADALBERTO [CH] ; Applicant: SAINT SIMEON MARKETING E 

BELLACHIOMA ATTILLO [IT] (+2) INVES [FT] 

IPD CMGt/WV C^aflfAJ^- C12G1/00 

Priority Dates 2006-07-27 

»_ Method for the production of wine and wine obtained from 

""^ such method 

inventor: ADALBERTO VILLA ; CLAUDIO Applicant! SAINT SIMEON MARKETING E 

RIPONl (+2) INVES 

EC: C12G1/02B iPCi C12G 

Publication ZA2007062S6 (A) - 2008-06 25 Priority Datw 2006-07-27 

a- PROCESS FOR THE PREPARATION OF A COMPOSITION 
COMPRISING POLYUNSATURATED COMPOUNDS 

inventor: BRUZZESE TIBERIO [IT] Applicant: PRO APARTS INVESTIMENTOS E 

CON[PT] 

EC: C11B3/10;C11B7/D0;(+2) IPC: CIIBSMO; CIIBT/OO; C11C1/00; {+A) 

Publieatlen HR2008041S (T3) - 2008-09-30 Priority Pat»: 2003-11-19 

use OF HIGHLY CONCENTRATED COMPOSITIONS OF 

84 SELECTED N-3 FATTY ACIDS FOR THE TREATMENT OF 
CENTRAL NERVOUS SYSTEM DISTURBANCES 

Inventor: BRUZZESE TIBERIO [IT] Applicant: BRUZZESE TIBERIO [IT] 

EC- A61K31/202 IPC- A61KS1J2ta; AMPZSmt; A61P2Stla; 

Publication PT1706106 (E) - 2009-09-04 Priorlly Data: 2004-01-21 

COMPOSITION OF N-3 FATTY ACIDS HAVING HIGH 

85 CONCENTRATION OF EPA AND/OR DHA AND CONTAINING 
N-6 FATTY ACIDS 

inventor: BRUZZESE TIBERIO [IT] Applicant: 
EC! AeiK31/20, A61K31/202 IPO A6f K3f/2(V A61K31/18S 

Publication US2010160435 (A1) - 2010-06-24 
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